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lo ibfe'^ft $r ^ 1- ^ ^ ^ BSJtt- S ^ Ir t , 

ti^^ ^ fix ^^^^^^(nmmMm^^mm ^^^^ Ltzi^x zf/t tz aw-^i^t ittz 
mmmi^^mm^K x-DXi^ti h^ntzm^-A^h. Mm^is\f^mBM^<D^w.i^ <fc c^/ 
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1 0 ] 

m^mmn^»i^^r:t + ;v ^ - ^ -C*, . ffi^:^4|fi^o;^^o 
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^m^%^h (A. Gjedde, ^6^: f^^'-'V - X'ft^ (Glucose Metabolism) J , f^g 
^<7)IIS (Principles of Nuclear Medicine) J IS2){g, W. B. Saunders Company, Phila 
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mmm.tmmmK^^-r^. i^xzf/ttzit^tiKx^x's^^'^tfi^xo 

. mmm.rmi'iiiif ^mmt fziim^^tm^s^m^n ^ . m^^mnttziimfimK^tii^h 

tjLmtfziim<^mM±.<^^r^mmmtm^-r^ X ^ KmiK-rh:zt:^mt tv^o m<DmM 

li^fiKx^xm^ThtK^^it-. tfzimmiiL<im^v^mtmm(D^^^mt^^ 
■r^^ti}^'mtL^^ ; L>5^L> mmm.m.'^<^1^JLm^&trzmM&^m.m^n't^mmm\^'^\:. 
mmm<^m.m'm'. mmm.m.^m'r'^yt^^nm\H(7)m'^^£mm.tfztm7kKm^r^\^^ 
i>m^£i>i>(ot LxmmKmm-r^^ti^^x^i>mf^K. m-^mm^MLx 

i>x^^o m^n. ^mmitLifLifm^i^^mm (cea) (7)#^m:oT#itfttt^)ti 
:b-fyK :i<Dmwj±m^mi^<D^&u<^mmii^i>i^-:^x^ib^^o l-^^v. mn^mm^^^ 
(dceams nm'^m^B.xMiib hf^^h x y) i^m^^^ t-^^n^mx^^ . ^ o ;t . mcmn. 

(omtLx. r^^z/^rji^a-^i.iim'Bmm^x y)m^<^u^xM^TLtfixmm^fi^ 
)]y:2-:t,<Di^m^\-KM}^^j:^'o&^i)^mmmn^<D^^'S:^-rm-^t^j:^x^ ^j:. mi^<Dm 

MK^AX ait ^ i> o 



K X ^i-^(r)mmKi5\.^x . ^^m<r) -^m kx<:>x^^^^^ i^m t tz \t^'n^'B 
:^r> vtmh^x\^^hm.9&<^w.mmm(D^^^mwLt-t^^%<Dm.m 

!b ^ locDmiE6<)=^^t tT, a^(±CA15-3. CA19-9, CEAt {i:HER2/neui;M-r S ^ y 

r^-tj m.m^\,t. mm^-m. mmmm.tfz^tm.m.m.m.. hmzi^^kmmmmss x 
^^fr^ (r>K'MLfzm&sMm<^mm<r)mKi±. 't-m.. %m. m. mm 



[0 0 3 7 ] 



[0 0 3 8 ] 
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[0 0 3 9 ] 
[0 0 4 01 

CEA ( ^Jl-attfeirs ) '^M. ?LM. 

PSA ( ttirflStf-Ktam ) HflAl.l!t*?, 
CA-125 |P»SS 
CA 15-3 ILffi 
CA 19-9 
Hmi2/neu 



MUC-1 

EGFr ( ±i£lt3ffiia^'S#<*: ) 



[0 0 4 1 ] 

:*:^§g60^^<7)lo(7)iB;H^H.feV^T> 116<jjg[p]^bfl|^tic7) 'J J^f > F^^S-ti. i^L^S ;t ^i-e 
m ^£ *n:#:»f >T- fi ^ tL-r tiotjtjg t tz t s^ki m^-r ^mt}^^i> mf^u. o 

(1) Fab. ctL(±^;L#5-^<7)-«^ji:j^*§'g-'t4Wf>t'^-^tj>ifM--r*i9. ^^fifjL^^mm^^ 

(2) Fab', :ifHt^^^j:^n.i^^^-:f'y>X-mm.Vtzm^M5iiL. l^<D^-^fj:mm^ XZ/ 
§2oc7)Fab'if>t^^#i^tL^ ; 

(3) F(ab')2 , itL{i^^>5rJjt#^^S^y^>>-eii!kSL. ^(Dm^Mittm^^J:^^ ^ 
tic J:oTA^ b-5 ^tJt^t^BfM-^2b^ ; FCab')2 fi2o(7)Fab'if>t7!>«2o<7)i;x -f 

(4) Fv, :ifni2:^<7)mtLx^m^iifzmm<Darm<miti3xt/m^(^'sy^mit'k^t?M 

(5) -:!t:SltiL# ( rso\J ) ^ :r.fH±Um<r>aS^mi^isXZfmM<Dar^mmi}^'MLtzyiiV 
^-f^ K'J y^-KX^Xm^^fl. MBO^i^m^^tlfz~^m^^t^^fzi><r>^-^ty 

[0 0 4 2 1 

«l:H^<?)Wf>i-<^#i^:6-teti^M:9'&-ei2r^T'*):2) ($njx.{f , Harlcw & Lane, [iji^ : 
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T (Antibodies: A Laboratory Manual) J Cold Spring Harbor Laiborato 
ry. New York, 1988^#Ba $ tLjt V^o ^flit^MtLX^^mM^KM^Xflhn^) o * 

[0 0 4 3] 

fet'ftiO-^7*->>HJ: Sg^^-9J»ftc J:oTf^^L. FCab')^ t^iiil^5Sm)n-^^^ ^ ti)^ 
^C«.7«;V7t F'J JUSlc^-t-g,i^M^^ffl<'^^-i:l^<t':>'C^ (bl^-^BfL^ 3.5S Fab' 

?/lo<7)Fcif>T-$-S^f^*Si-^o ^ifih(DlomnmK.\i. Coldenberglij:;5,^g|#ft=^4,0 
36,945-i-i3 J:?/^4,331,647-f-5& f>a'll^tLi^H'^t tt^#^:fcEtC|EK?tLTi3 »9 . «r 
ith'^^^ii^'^'^'f^iJ^^Mt LX:^mBWKm.^Xfihii^o Nisonhofff>, Arch. Bio 
chetn. Biophys. 89 : 230, 1960; Porter, Biochem. 3 73: 119, 1959; Ede1nian^>, Metho 
ds in Enzymology, Vol.1, p. 422, Academic Press, 1967: ^ h Zfi^Coliganh . 2.8.1-2 
.8.10i5i3 J: C/2.10.1-2.10.4|p'b#BS3'*t;'s:V^o Sli<7)^Bt I' «t S — «^0-fi0if>i-<7) 

[0 0 4 4 ] 

Fvm)fity„miS XZfy^m<D^^(^^^tfo C<7)^^n. Inbar<b. Proc. Nat'l Acad. Sci 
. USA 69 : 2659, i972\zUM^ f^X^^ =h X ^ K$^^mmxii X\^^o tfzit. ^^^^^^ 

X'DX^m^^^^hi^nit^-^^:t>o m^-i^. Sandhu,ttr|B^#HS^ti/cv^o FvBfK-|±V„ 

-sJcfliiLl^,^'^^ ^/N*^^ ® (sFv) (i, V„ Fp« -f >^ J: O^l <; iJ' v^^-f- 

Fi^ J: o xm.^ \.tz^<D-^n~ v-r^^^^t^mTtm^'f-^m^'t^ ^hKX -^xm^ 

o ^^(Dm.'^^^^mmt. 2<:><D^lV^^yb^')yf:-^:f^Y\z.X'oX^m'^i^tz-:¥-^ 
F«r|i^^1-^o sPs/^^^-t^tzib<0-)jm\t. Mx.tf> Whitlowt,, Methods: a 
Companion to Methods in EnzyMology, 2: 97, 1991; Bird/bs Science 242: 423-426, 
1988; Pack?,, Biotechnology 11: 1271-77, 1993; Sandhu.Hfe^ i il/Ladnertb ^ 
i^^^4,946,778-^HfE«$ttTi3>9 , ^ ti ^ (i'ecoik'(^:;i>5"#Ba t LT^TO»ma*A 

[0 0 4 5 ] 

locDjn:#»fK-^lt^> ^-c7)>|§ffi'l4?^SIMl* (CDR) ^3- F-r:i>^^^ Kt&^'^^o 
CDR^T'^F ( r*/MSi!5#|£J J ) t±. PI^L^^^<7)JjT:#:(7)CDR$r3- F-r^itr»^fi^ 

T47L#^M5a<7>RNA^^fbnr^lMi^^'^Bg-r;5>>r 1 11 J: oTpi^^tLSo f^Jx-JJ^ Larrick 
Methods: a Companion to Methods in EnzMology, 2: 106, 1991^#BS ? tl.;>t:V^o 
[0 0 4 6 ] 

«Miati§'&-r:g>tiL#^> %±^j:^')^-fi- Yttz\,tm'L-n^<^^p^<D^-zr^ F^^t? 

•;^7'^ Ft fcti^yf- F (^Jx.(J. cDNA^f^i^i ;t:mb#'^BKtCfi*1-;g> l^ti. 
fflv^tjtLSti'^liti. ^-^i^-;w'J >"-i'y b'^^-^T-V' (KLH) , ^n^^n 
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skmr )i^y^^y (bsa) i^XX/^mM^V^v^ }'^j:t'f)^^tfi^o ^-^^"ttz^^^V 

[0 0 4 7 1 

C:<7)fl(7)^y :^ n-^;vJfL#c7)p^}i^J&*>5^^c7)pg^£-e^So ^Jx.{i\ Kohl er & Mil st 
ein. Nature 256: 495, 1975; Coligant>, 2.5.1-2.6.7|i5 ; ^ J; 0*~Har1owt> , finlfr : * 
^^zuj.r)V (Antibodies: a Laboratoly Manual) J , p. 726 (Cold Spring Harbor Pub 
1988) ^#Hg$tLfcV^ i:LKhit0MtLX:^mm^i^^^Xnhfi^) o 

^u-r h ^'yy 4 -i^^^t il^o M^ii. Co1igan^>, 2.7.1-2.7.12ti5i3 J: a='2.9.1-2.9.3 
W ; Barnes^, Tife^^^ny-'J yc (IgG) (D^^ (Purification of Immunoglobulin G ( 
IgG) ) J , Methods in Molecular Biology, Vol.10, p. 79-104 (Hutiana Press, 1992) 

[0 0 4 8 ] 

fzt^<D-^Q^^j:^^ii, m^ii. GoldenbergJbs • lll^^li<2r|R^9V11465 

(1991) ^ J; l/Losmant>^ 1990, Int. D. Cancer 46: 310l::|Sft ^ ttTiS I9 . ittt>(i 

tzm^. y V- h,v - ^m:i$L^<D\L ym^-^'^'0-:^<T^ho^\^^%'^k.^^tv^i.^x\^^ 

y-r<r>fzib<D—^m^i$.^i±. mx.ii. Orlandit,, Proc. Nat'l Acad. Sci. USA 86: 38 
33,1989H|E®? ttTfeV} . :ifHi-^(^±^i)^^mtLX:^mmmKm^Xfi(hfi^o ^ 
h<h-^y ^-:^;^fc^:#^<■^^c^7^:S^)<^^$^^^i^ m^if. DonesPj, Nature 321: 522, 19 
86; Riechmann^, Nature 332 : 323, 1988; Verhoeyenf), Science 239: 1534, 1988; Ca 
rterf>, Proc. Nat'l Acad. Sci. USA 89: 4285, 1992; Sandhu, Crit. Rev. Biotech. 1 
2: 437, 1992; i3 J: y^Singerfj , 3. Immunol. 150: 2844, 1993HfE® ? tLT^ > ^fl 

hii^mt Lx:^mmmKm^xtihfi^o 

[0 0 4 9 ] 

ii: ^>prtg-e*2.o M^i£. mi<D^y ^u-i-Mji^KMLxi'f^^^tzfji^r^ 

[0 0 5 0] 

:^%m<^-^^<^'^n^.xut Lv^ieit^-fcv^T, i^^m<D^M\^m^^ h^^^if^MMn 
^^m<^um^\^'{\:m$^^'^<^') ^^y v^^tLxm^^^^t-^^x^^o mmmm^x^ 

. Ti^JV^y^mm > ?L. «BMK-M^rt<7)^7X'I4 rr?3P§& (window) J ^it'^ifiLT 
I 0 0 5 1 ] 



(17) 



3P 2004-527299 A 2004.9.9 



:L(r>m(omm^mmt^m(omKii. ^-^ vy^^^y. w ^x^'■f■>$§#:^'^^7••f- 
;v-D- Zfhy ^ ;U-L-iJ JV-L- h V ^ - ;i/-N-[2-t K n ^ K n ^ >- p( ^ •/ 
n t: ;i/]-L-vy?> x-f :^ T 5 K^-T ^ U -7 iJ' (2-*7)—>' ^ K) i: LT^ ^ tL-S v -7 h 

;tf-K (lanreotide) , P829, P587^£ t'i}^^^o W h f-V^-^'^^f- F(i*iI#W^ 
^ :/h LXmmn t ^ -l^ ;!> ;t ^ ll#fF^ 5 , 843 , 401-^ H if^ ^ tl 

[0 0 5 2 1 
10 0 5 3 1 

VIP$##:->>-f-i/7 :7 ^ - (I. Virgolini, Eur J. Clin. Invest. 27(10): 79S-8CO, 1 

997) icffl\/^f^tLSjfiL^f^ijj'i4sti=-?7°f- K (VIP) %^m<D->5m^^\^^A--m.<n>u^ 

[0 0 5 4] 

«M«JiLT. ^-fe®. ^ItltfliM)®* J: ') (HD^ J: ?/NHLc7)W:^ 

[0 0 5 5 ] 

^ ^ :t ^ ^ ^ ^J' S^sK 'ii'^'fc T ^ y m-c* o Mtt^BJia-eJi ^ :t ^ > 'ft^ 
[0 0 5 6 ] 

[0 0 5 7] 
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^y. f*]^r£>-*;v*>, jii;7;njKji^>35^ i:-<7)<k'a-W-^t tt^o m^%6y&-c^^fi 
Ti/^Sct^t'. $ t '^^iM<7)fi»:^?^ jc;?.hnrv. •7'n^;^-rn>'. T>Kn^>' 

[0 0 5 8] 

tmiofi^n0.<D^ y^^^Mi^mmzMLx. 4 y\f^^Mi^^mzn-r^mm^^j:yt.^^n 
mmii^mmmm^<ommmm^') *'y Lxm\^^^:it-/}^x^^o 

[0 0 5 9] 

<D:fjmii. ^mm^mxm^x^i>o muf. mim^\^^. ^ii^^t. mm^^^j:t'(r> 

[0 0 6 0] 

^mmmmzji'oxM^Thtii^x\^^^mmmm'mt^^^m&-r=h(OKmm^j:^ y\^ h 

^^msk^^m(Dm^j:^mmmw^'(t^i^ t m^k^ t tz imm\>z^m ^^^^t^^ 
tfo n^if. MMaia^. m^ntttiiW.mi)^^j:'^^tz^^)v^yisxxf/ttz\M^<oWL^<r> 
mmmtmt^m<D-mttz\>t^^v^') - ^^-^m-^jimmii^^ji^^tzit^ 

[ 0 0 6 1 ] 
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f->'S##:t<^ife'^^<^l*If|5^'9 ii^^tiilfelf <btt^i/^Cl i:?;)^^^ ttT»/>S (L. D. Hoffan 
d^5, Proc. Assoc. Am. Physicians 111: 65-9, 1999) o ttz. \-T ^ J =y ^ n-f ^ -\ 

[0 0 6 2] 
[0 0 6 3 ] 

i-o<7)WMK^^^X. ')yii-^^ii^7-uzLt^'\^^m^')y*~. mA.i£. N-7.^Zy 
yy( ^ - Kr-bf-;v)-T ^ y ^yVJ^- V ; 7.)V^7.^ ~yy ^ ^ v;K4-3- K 

T-fef-Jl')-T^ y^Wji- > ; ^ ^ 5/ 3& JV-V-C2-bf 'J JV 

) h > : 7. -> > ^ ^ ->';v-6-[ ^ -^t ■^;u-v-(t° 'J v ;v vf-:^ - h 

)VT^ KD^^^yj^^h ; N-T.iJ' v>-r ^ >^~;i/-3-C2-t:'; v;U'v^;t-)-7'nvi;i-^>^ h 
; .X >' -f 5 V ;l'-6-[3(-(-2-e 'J v;!/^/^^- a > r ^ K]-\ y ai- h ; ^ 
;v*y?.^'ty>-f ^ v;v-6-[3(-C2-e'j v;Pv''^:i-)-7'ntrji->T5 Kl^^^fy:^- h ; 3 

#fi=|^5,349,066^, ^5,618,528#, ^4,569,789^, ^4,952,394-^^3 J: t>'»5, 137, 877 

o 

[0 0 6 4 ] 

^nPj<7)<l:^<; >'?tr-(75;f|^'J > Kt<^IS#ti, \£T7.^ ^ij )VX (Pierce chemicals 
) a r^i^^i. ^>/N'^®<7)^# : J:CFifei& (Solutions, Cross-linking o 

f Proteins: Basic Concepts and Strategies) J , -b:<:f — #12^ Rockford, ILtcffi®,^ 

o 

[0 0 6 5 ] 

m.^f^.xt^tL^^ii^i^<omM^^i^^^x^ '}yi3~3^i±. m2'~moT ^ y mnM. m 

mitv:fry h'^^i-t^i^y^'^^m-^^^m^i^^K^^-c^^o M^a. ')yu-^W. 

G(3<X5S ( gajlj#^ (GGGGS)„ ( ga?ij## :2). GKSSGSGSESKS ( iB^iJ# 
^ :3), GSTSGSGKSSEGKG ( :4), GSTSGSGKSSEGSGSTKG ( iB?iJ 

#^ :5), GSTSGSGKSSEGKG ( mm%- :6), GSTSGSGKPGSGEGSTKG 
( ia^J#-^ :7),EGKSSGSGSESKEF( iE^iJ#-§- :8).SRSSG( @H?iJ#-^ :9). 
SGSSC( ia^ij#^ :10) 

AMGRSGGGCAGNRVGSSLSCGGLNLQAM ( ga^i)#^ :11) 

^-^IJ^J&^VM'b L < li>*l-C^:S>>5^. i7t{i^:AM(G2 _ , S), QAM (^^-^ Qti:tt^<7)T5 

ym5i-t)il«^$tL. X{*i~iit-e<7?S^-c^'i.) (@e?!l#-^ : 12) nd: oTia«$ tL;g,m 
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it'^^LTtj.tV^o ^(Di3.7fi^(Dm^^V>^^iM^lt. Huston?,, PNAS 85: 5879-5883, 1988 
; Whitlow, M. Protein Engineering 6: 989-995, 1993; Newtonf>, Biochemistry 35 
: 545-553, 1996; A. 3. Cumber^), Bioconj. Chan. 3 : 397-401, 1992; LadumerP,, D 
MoT. Biol. 273: 330-337, 1997 ; ^ J: 1^^4,894, 443-f- 1^12®$ tLT* > ^<D 

[0 0 6 6] 

mm^. mm^. -xmp^. m^p^. mjim. mmm. ik^w. mm\^. 

[0 0 6 7] 

[0 0 6 8] 

n^<r>^m%'K^n-r^^h^^u^m.m^<ou-^m^\^^st^x^tzm^€^^^^ f^m^ 

vv. ^■^ttz\t'm^^<^m^£t'<^^^.<om%mm^^t^hmk.x^^^'h^. ut\^<\,t 

^m^(7)-^MU^x y) ii^j^-mx^^ tm^hn^^:^^. m^KX-oxu. m^^i^m^^ 
(DMmmmi. ^^^-^KX-^x^^'i^trU'oxmMLo ^nmx iimm^^^^<o-)j-^^ 

[0 0 6 9 ] 

it)^> ^i(iK^tfi^m^m<r>m^^^tfm^^j:^w\^'m^^=tfzib. mmLfz^mma 

[0 0 7 0] 

^^m<r>m.WLm . ms\(oijmK'^^>. l ^wm t tz itmrnm ^ x v^mmm « v> -c 
, mmmmmMmtLxmm'it-r^^tiiX^^ho ttz. mimmm^Mn. ^¥mnm 
Kpf^^fi^mM^^^nMtfzumm. mx.iii-4y'^yi/:t~)vmm^\~i>^. 
mm t tz ktmmm -e ^ j: o <fc "9 > mmLtzm'm.m \t mm. t /z amm tLxm\^^h 

^n. tjLm.'im^j: t'^'Z^m^jt^'Cx-^isbx ii X < . tfzii^iihKx-:>x$&m'km^Lx 

[0 0 7 1 ] 

mmm^m^m<D^yy'<i^m^^^. ^<^^»<D7<ymnm'b^^mx^fii£. tfzi± 

£^WKmcx^<r>mm^m^<K>-:^m^x^xM^K^l&-r^::.ti}^x^in£. m9a<D^ y 
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[0 0 7 2 ] 

T )\y (Molecular Cloning, A Laboratory Manual) J ^ SambrooktjM^ SS2}|S.^ Cold Spri 
ng Harbor Laboratory, N.Y., 1989) o 
[0 0 7 3] 

f'^y^KJ *3 ct l>Vt f.: fi r'-K'J'^'/f- KJ i:fi> ^S#*^T^ ^ m^Sf^)o•r-eit 
tiTv>^ *b<7)-e^;5.o — JiS&^'&^Dt^i^iov^TJi. '^Jx.(i'. spatoia, A.F. , ^T^ym^ ^ 

T'f- Ki3 i y/N*:^' gco'fl:^^ O^'^-fk^ (Chemistry and Biochemistry of Amino Ac 
ids. Peptides and Proteins) J ^ B. Vfeinstein^^ Marcel Dekker, New York, p. 267, 

[0 0 7 4 1 



